Wedescribe a case of recurrent histiocytic necrotizing lymphadenitis (HNL) with aseptic meningitis. The patient was a 46-year-old male and a carrier of humanT lymphotropic virus type I (HTLV-I). The patient had a past medical history of at least three relapses of HNL. In addition, his sister, whowas also an HTLV-Icarrier, had recurrent clinical episodes consistent with those ofHNL, suggesting familial HNLoccurrence. This observation suggests the possibility that HTLV-I infection is relevant to the pathogenesis of HNL. (Internal Medicine 35: 821-825, 1996) 
Introduction
Histiocytic necrotizing lymphadenitis (HNL), known as Kikuchi's disease or Kikuchi-Fujimoto disease (1, 2) , is a relatively commondisease in Japan, usually affecting young to middle-aged persons with female predominance. Histologically, HNLis characterized by mixed cellular proliferation consisting of so-called plasmacytoid T cells (3) . Immunohistochemical studies have demonstrated the presence of CD8-positive T cells and CD15-positive histiocytes in the affected lymph nodes (4).
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Although the etiology of HNLis unknown, there have been a few reports which suggest that viral infection plays some role in its pathogenesis (5) (6) (7) . Wereport a male case of recurrent HNLwhowas a carrier of humanT lymphotropic virus type I (HTLV-I). His family history revealed that his youngest sister was also an HTLV-Icarrier whohad recurrent clinical illnesses suggestive ofHNL. The possible implication of HTLV-Iin the familial occurrence of HNLand human herpes virus-6 (HHV-6) as an etiology of HNLare discussed.
Case Report
A 46-year-old male presented to the hospital on April 6, 1994 because ofpolyarthralgia for 10 days duration, as well as fever for a few days duration prior to presentation. His temperature was 37.2°C. Physical examinations were unremarkable.
Laboratory data revealed a white blood cell (WBC)count of 3,800/mm3 and C-reactive protein (CRP) titer of 2.1 mg/dl. Antipyretics were not effective for the fever. On April 8, the patient's WBCcount was 3,000/mm3, CRP 5.3 mg/dl, and lactate dehydrogenase (LDH) value was 649 IU/ /. Rheumatoid factor and antinuclear antibody were normal. He was admitted to the hospital on April 1 1 due to the persistence of his fever. Family history (Fig. 1) revealed that his mother, two sisters out of six siblings, and his daughter were all HTLV-I carriers. The route ofHTLV-I infection in his daughter was unclear. The family history showed that it was not due to vertical transmission from his wife. Amonghis siblings, his youngest sister had three clinical episodes of recurrent fever, headache, leukopenia, and splenomegaly in 1989 and 1990, with all symptoms spontaneously resolving each time. During her most recent hospitalization in 1990, she had a cervical lymphadenopathy, but a lymph node biopsy was not performed. The patient was born in Kagoshima prefecture (southern Japan), and moved to Hyogo prefecture (western Japan) at the age of 15. He had a past history of persistent fever at the ages of 16, 21, 30, and 34. During the last hospitalization at the age of 34, he showed leukopenia, high serum LDHtiter, splenom- On admission, his temperature was 37.9°C. Laboratory data showed the following ( Table 1) : The urinalysis showed 1+ test for protein, an erythrocyte sedimentation rate of 76 mm/h,and a WBCcount of 2,600/mm3 with 62% neutrophils, 31% lymphocytes, 5% monocytes, 1 % eosinophils, and 1 % basophils. The routine blood chemistry tests revealed a high LDHvalue of 753 IU// (normal range: 20CM-00). The electrocardiogram and chest X-ray were unremarkable. Cultures of blood, urine, stool, and sputum for bacteria and fungi were negative.
After admission (Fig. 3) , the patient's CRP gradually increased and headache developed. Cerebrospinal fluid (CSF) examination on the ninth hospital day showed 7/mm3white blood cells with 86%lymphocytes. An abdominal CTon the 1 0th hospital day showed moderate splenomegaly. Clouding of consciousness appeared on the 1 lth hospital day. Repeat lumbar puncture showed that the CSF cell count had increased to 135/mm3 with 98% lymphocytes. Total protein of the CSF was 268 mg/dl, glucose was 44 mg/dl, and chloride was 1 15 mEq/ /. Repeat CSFcultures for bacteria and fungi during hospitalization were negative. The polymerase chain reaction for mycobacteria was negative. The results of viral antibodies titers were as follows ( Table  2) No atypical lymphocytes suggestive of adult T-cell lymphoma/leukemia were found in either the bone marrowaspirate or CSF.The absence of symptomssuch as spastic paraparesis suggested that the patient was not suffering from HTLV-Iassociated myelopathy, and he was therefore considered to be an HTLV-I carrier. He was managed without any specific treatment. The fever spontaneously resolved on the 16th hospital day and the neurological symptoms disappeared. The WBCcount, CRP, and serum LDHvalue were finally normalized. The diagnosis of recurrent HNLwas made because of aseptic meningitis, persistent fever, peripheral blood leukopenia, splenomegaly, and their spontaneous resolution.
Discussion
HNLis characterized by localized cervical lymphadenopathy, fever, leukopenia, and aseptic meningitis. It may relapse at intervals of several months to several years. Spontaneous resolution is also characteristic (8) . Histologically, HNLhas a specific feature of mixed cellular proliferation with a spectrum from karyorrhectic cell debris to extensive necrosis. In the present case, the histology of the affected lymph node demonstrated the typical "type III" morphologic pattern described by Wakasa et al (9) , and the patient showed typical clinical features ofHNL. Therefore, the diagnosis of recurrent HNLwas considered to be almost irrefutable. Other forms oflymphadenitis such as that associated with HTLV-Icould be ruled out histologically (10, ll) .
HNLis a relatively commondisease in Japan, but its recurrence in the same individual is not frequent. Furthermore, there have been few reports of familial occurrence. Asano et al (12) reported two families of HNL. The first family was comprised of young male siblings, and the second of a father and a daughter. In that report, shared specific disorders in their immunestatuses were not described. (14), and HHV-6 (15) (16) (17) . Although anti-type B influenza virus antibody was increased to 1 :5 12 in the present patient, no respiratory tract illnesses were shown. Furthermore, no involvement of type B influenza virus in the pathogenesis of HNLhas been previously described. Thus, in this patient, the significance of type B influenza virus infection in the pathology of HNLhas been unclear.
Among candidate viruses, HHV-6, recently isolated from patients with lymphoproliferative disorders ( 1 8), is intriguing. Sumiyoshi et al reported detection ofHHV-6 genome by in situ hybridization in the cervical lymph nodes from all 10 HNL patients they studied (3). Adult HHV-6infection with a main clinical feature of cervical lymphadenopathy was recently reported by Niederman et al (19) . These observations suggest that HHV-6 reactivation or active reinfection might at least partially explain clinical illness of HNL.In the present case, the laboratory data did not support an acute infection of HHV-6 since the anti-HHV-6 IgM titers were negative. Anti-HHV-6 IgG was 1:80 early in the course of the disease and it was still 1 :40 after disease resolution. However, since Niederman et al reported a patient with adult HHV-6infection who showed a negative result for anti-HHV-6 IgM and persistent positive titers for anti-HHV-6 IgG (19), these data may not readily rule out the possible involvement of HHV-6in the pathogenesis of HNL. The alteration of anti-HTLV-I antibody liters during the disease course is also intriguing.
In the early phase of the disease, they were 1:256 in the serum and over 1:32 in the CSF.
The CSF titer showed a tendency to decrease (1 : 16) along with the disease resolution. This data together with an HNLoccurrence in an HTLV-I-antibody-positive family membersuggest that HTLV-Ialso plays some role in the pathogenesis of HNL. It is well known that HTLV-I-infected T cells can decrease Tcell cytotoxicity to the targeted cells (20) . Thus, one speculation is that the HTLV-Iinfection is relevant to an initiation of HNL by disrupting the host ability to eliminate virus-infected cells which might be a hallmark of HNL. Another possibility is that the HTLV-I itself can directly initiate HNL. Since frequent occurrence of HNLin HTLV-Icarriers has not been reported, we prefer the former possibility to the latter. In this aspect, again, HHV-6infection maybe one possible candidate as a direct etiology of HNL. HHV-6 is known to interact with HIV-I (2 1), a lymphotropic retrovirus like HTLV-I. HHV-6 and HIV-I co-infect human CD4-positive T cells, resulting in accelerated HIV-I expression and cellular death. HHV-6also induces expression of CD4 mRNAand protein in normal CD8-positive T cells, rendering them susceptible to infection with HIV-I (22) . Based on these findings, a possible interaction between HHV-6 and HTLV-I, as well as the presence of HTLV-Iinfection, must be investigated in patients with HNLin future studies.
